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Bleomycin and Fas:
Apoptosis Leads to Fibrosis
Injections of bleomycin for systemic chemotherapy cause
pulmonary fibrosis and scleroderma-like changes in the
extremities. In an experimental model of dermal sclerosis in
mice, Yamamoto and coworkers found bleomycin induced
epidermal apoptosis by upregulation of Fas ligand (FasL).
Anti-FasL reduced apoptosis. IVIg interferes with the Fas/
FasL system in toxic epidermal necrolysis and might be
therapeutic in preventing bleomycin sclerosis. J Invest
Dermatol 122:44–50, 2004
The Catagen Connection
In mice, topical 17-beta-estradiol (E2) decreased the
alopecia induced by systemic cyclophosphamide. E2
increased the percentage of dystrophic catagen hair which
regrew with normal pigmentation in an accelerated fashion
compared to untreated follicles, as reported by Uhnemus
and colleagues. Such a treatment might be applicable to
patients receiving chemotherapy if E2, or a similar molecule,
is found to increase catagen in humans as it does in mice. J
Invest Dermatol 122:7–13, 2004
cAMP at the Barrier
Thinking of the stratum corneum (SC) as a collection of dead biomembranes like
Saran Wrap underestimates the function of the SC. Considering it as a dynamic
barrier leads to physiological questions on how the stratum corneum is controlled.
In addition to structural lipids and their packaging system, the lamellar granule,
regulatory molecules are implicated as important for the physiological responses
of the SC. Denda and colleagues report that increasing levels of cyclic AMP
decreased the recovery of barrier function after tape stripping. Inhibitors of cyclic
AMP levels increase the rate of SC restoration after barrier loss. Since many drugs
and other hormones are mediated by cyclic nucleotides, or influence cyclic
nucleotides, there are and will be new and novel ways of influencing epidermal
functioning. J Invest Dermatol 122:140–146, 2004
Lighter Hair and Skin
Tyrosinase activation is induced by protein kinase C- which phosphorylates
two serines in the molecule at amino acids 505 and 509. Bisindoylmaleimide
(Bis) competes with ATP and inhibits the tyrosinase phosphorylation,
decreasing UV induced hyperpigmentation and tanning in guinea pig skin.
Park and colleagues report Bis by itself decreased pigmentation in
epidermis and growing hair. A new way to decrease pigmentation, based
on inhibition of tyrosinase, would be very popular for many patients with
disorders involving hyperpigmentation. For those who want lighter hair, this
might be bleaching with a pill rather than a bottle. J Invest Dermatol
122:159–166, 2004
UV Fingerprints to Identify the Thief: UVB Fingered
After extensive treatment of psoriatics with psoralens and UVA (PUVA), distinctive keratotic lesions (PUVA keratoses) and
squamous cell carcinomas occur. In this study by Wolf and coworkers, mutations in p53 and Ha-ras were found in PUVA
keratoses. Detailed analysis of the mutations showed that the nucleotide changes occurred at sites more consistent with
UVB damage than at sites that were PUVA related. Although psoralen was the most obvious associated etiological factor,
UVB is a definite confounding variable, related to PUVA keratoses. Thus, UVB – therapeutic or environmental – may be part
of the pathway to PUVA keratoses and PUVA associated squamous cell carcinomas. J Invest Dermatol 122:190–200, 2004
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